REMARKS 

This Amendment is in response to the Office Action, dated December 3, 2009 
("Office Action } it is respectfully sui \ ■ on for 

allowance. Claim 14 is canceled, and claims 15-19 are added. Claims 1, 3-5, 7-8, 11- 
13 and 15-19 are pending. No new matter has been added. Allowance and 
reconsideration of the application in view of Applicants' amendment and the ensuing 
remarks are respectfully requested. 

New claims 1 5-19 are similar to claims 5, 7, 8, 1 1 and 12 with the exception that 
the endothelial eel! does not need to be an "isolated" endothelial cell. Support for the 
new claims may be found throughout the specification and the original claims as filed. 

The Examiner has acknowledged Applicants 1 petition and accepted the color 
drawings. Applicants thank the Examiner for the acknowledgement and acceptance. 

The Examiner has also withdrawn the prior objection of claims 1 and 5; the prior 
§101 rejection of claims 5-8; the prior §112, second paragraph:, rejection of claims 1 and: 

the prior §112, first paragraph, rejection of claims 1-8, and the prior §1 02(h) 
rejections of claims 5-8. Applicants thank the Examiner for the withdrawal of these 
rejections. 

Claim 13 is objected to as being of Improper dependent form for allegedly failing 
to further limit the subject matter of a previous claim for reasons of record. Applicants 
respectfully traverse this objection. Transdlfferentiatlon of the monocytic cell into the 
endothelial ceil may occur in an in vitro or in vivo environment. Thus, claim 1 3 further 
limits claim 5 by distinguishing in which environment the transc fi si on occurs 
Applicants respectfully request reconsideration and withdrawal of this objection. 

Claim 14 is objected to as being of improper dependent form for falling to further 
limit the subject niaHer of a previous claim. While Applicants do not agree with the 
Examiners objection, claim 14 has been canceled and thus, the objection is rendered 
moot. 
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Claim 14 is rejected under 35 U.S.C. §112, first paragraph, as falling to comply 
with the written description requirement, as allegedly containing new matter. While 
Applicants do not agree with the Examiner's rejection, claim 14 has been canceled and 
thus, the rejection is rendered moot. 

Claim 1 stands and claim 11 is newly rejected under 35 U.S.C. §1 03(a) as being 
unpatentable over Havemann et a/. (U.S. Patent Publication No. 2002/0098168} in view 
of Souttou et al (Journal of Cellular Physiology, (2001 }, 187:59-64} and Powers et 
a/. (Journal of Biological Chemistry, (2002), 277(1 8); 141 53-1 41 58) for reasons of 
record. Particularly, with respect to the teaching regarding PIN, the Examiner asserts 
that "the prior art's mere disclosure of more than one alternative does not constitute a 
teaching away from any of [the alternate growth factors] because the disclosure does 
not criticize, discredit, or otherwise discourage the solution claimed." The Examiner 
views Havemann et ai. to "clearly disclose PIN as a growth factor used in the step of 
culturing monocytes to differentiate into endothellal-like ceils of endothelial progenitor 
cells," The Examiner also states that "one cannot show nonobviousness by attacking 
references individually where the rejections are based on combinations of references." 
Applicants respectfully traverse this rejection, 

In determining whether a claimed invention is -prima fade obvious, the Examiner 
must not use impermissible hindsigi I; rather "the content of the prior art must be 
determined at the time the invention is made; 1 MPEP §2141.01(111). Additionally, "in 
determining the differences between the prior art and the claims, the question. . .is not 

'Whethe t J e rV ertsr wt ^ > j 1 avs be n obvious jtA\^f) ,ie ctoc 

Invention as a whole would have been obvious. MPEP §2141.02(1), emphasis in 
original, (citing Stratoftex, Inc., v. Aeroqui p Corp ., 713 F.2d 1530 (Fed, Cir. 1983). 
Further, "distilling an invention down to the 'gist* or 'thrust' of an invention disregards the 
requirement of analyzing the subject matter 'as a whole.'" Moreover, "treating the 
- mtage as the Invention disregards statutory requirement that the invention be 
viewed 'as a whole.'" MPEP §2141.02(11), citing W.L Gore & Assoc iates, inc. v. 
Garlock. Inc. . 721 F.2d 1540 (Fed. Cir. 1983) and Jones v. Hardy. 727 F.2d 1524, 1530 
(Fed Cir. 1984). Additionally, "the mere fact that references can be combined or 
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modified does not render the resultant combination obvious unless the results would 
have been predictable to one of ordinary skill In the art." MPEP §2143.01 (citing KSR 
International Co. v. Telefex inc., 550 U.S. 398, 82 USPQ2d 1385 (2007)). As such, a 
"reasonable expectation of success is required." MPEP §2143.02. Furthermore, a 
patent cannot be relied upon to the extent that the scope of its disclosure does not 
reasonably suggest those aspects relied upon in the rejection, MPEP §2123 (citing 
Merck & Co. v. Biocraft Labora tories, 874 F.2d 804, 10USPQ2d 1843 (Fed, Cir.), cert, 
denied, 493 U.S. 975 {1989}}. 

Havemann el a! d » t t n »-ach the use ofPTN to obtain endothelial ceils 
Applicants are not attacking references individually; Applicants are disagreeing 
with [he Examiner's erroneous interpretation of the references. The concept that "one 
cannot show nonobvlousness by attacking references individually where the rejections 
are based on combinations of references" would be based on a premise that each 
individual reference indeed teaches what Is alleged by the Examiner. However, when 
the Examiner has erroneously interpreted a prior art reference, and the erroneous 
interpretation is providing the basis and/or rationale for obviousness, then by attacking 
the Examiner's erroneous interpretation, Applicants have shown that the combination of 
the prior art would not be proper and thus, would not render the claimed invention 
obvious. 

Applicants maintain that Havemahn etal does not reasonably teach the use of 
PIN to obtain endothelial cells. The Examiner erred In alleging thai Havemann etai. 

"clearly" disclosed that PTN was used for a non cy Dells Into 

endothelial cells. There is no disclosure or suggestion by Havemann et ai. that PTN 
was responsible for differentiating monocytic ceils into endothelial cells. The disclosure 
by Havemann et ai. was in the context that the culture medium comprises "one or more 
of gangliosides, phospholipids, giycoiipids and growth factors for endothelial cells, 
including factors which influence differential ;ur w k tlon and vascularization ," 
There was no suggestion or teaching of which of the "one or more of gangliosides, 
phospholipids, jlycolipids and ell I cells vas actuall> educing 

differentiation, as opposed to contributing to survive migration or vascularization. From 
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Havemann ei a/.'s teaching, one of ordinary skill in the art cannot reasonably conclude 
that PTN was resco is c e for d in; monocyl c ce Is into e idotheiia cell; it 

was just as likely that PTN was responsible for survival, migration and/or vas uiariz* - 
but not ft inn et ai. Is simply silent on wh asides, 

phospholipids, giycoiipids or growth factors that were added to the c ulture media were 
responsible for inducing differentiation. One of ordinary skill In the art, In reading 
Havemann et at., cannot reasonably draw a conclusion that it was PTN that was 
responsible for Inducing differentiation. As such, Havemann ef ai, does not reasonably 
teach the use of PTN for differentiating monocytic cells into endothelial ceils. 

The Examiner appears to suggest that PTN can be used interchangeably with 

s and t is simply choosing one over another to achieve 
the result of differentiating the monocytic ceil into an endothelial cell, However, the 
Examiner misconstrued Havemann etaL to reach this conclusion. The Examiner 
appears to believe that Havemann &tsh teaches that all growth factors induce 
differentiation. This Is Incorrect. At best, Havemann er a/, teaches that the growth 
factors effect differentiation, survival, migration or vascularization. There is simply no 
teaching of which growth factor is responsible for differentiation, which growth factor is 
responsible for survival, which growth factor is responsible for migration and which 
growth factor is responsible for vascularization. Thus, it is not obvious or within the skill 
of one of ordinary skill In the art to conclude that PTN is responsible for differentiation 
without undue experimentation. 

Hdvttffh ' > l i Scuff oi era/ does ? use of 

vect or to fransdtffeten* ^ , r endothelial celt 

Havemann et ai. s disclosure regarding the use of a viral vector to transform a 
gene encoding a growth factor to promote the endothellailzation of injured vessels or 
angiogenesis does not contemplate the use of PTN as suggested by the Examiner. 
PTN was listed among the examples of growth factors that can be added to the culture 
media, PTN was not contemplated by Havemann et ai to be a gene to be expressed in 
its endothelial ceils, indeed, the Examiner cited paragraph 0191, which notes that 
among the genes to be expressed are "genes for angiogenesis factors, for example 
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genes for VEGF; FGF." The Examine e that ' PTN §s an 

or act no o >« e;i pro i.f erst . \ 

capillary-like structure formation." (See August 1 1 , 2009 Office Action, page 18, first full 
paragraph; emphasis added.) Applicant wishes to point out that Souttou ei ai. would 
thus lead one of ordinary skill in the art to believe that PTN is responsible for 

operation on and ^j^ivai Turning back to Hi vems nn eta!., the culture 

media comprise one or more of gangliosides, phospholipids, glycolipids and growth 
factors (e.g., PTN) for endotheliaf cells, including factors which influence differentiat ion. 
survival migration and vascularization . Viewing these two articles, survival and 
migration are the two functions that were commonly disclosed, Thus, one of ordinary 
skill in the art may be led to conclude that an agent other than PTN in the culture media 
disclosed by Havemann ei a/, was responsible for d * the monocytic cells into 

endothelial cells. Accordingly, without a reasonable suggestion of using PTN to induce 
differentiation of monocytic ceils, it would not have been obvious to transduce a 
monocytic cell with a retrovirus expressing PTN to induce differentiation. 

The Examiner disregards relev ant fac ts in the prior art of record in alle ging wtn 
r&fp resces d collective ly $ ggest 
The Examiner states that obviousness is focused on what the references would 
collectively suggest to one of ordinary skill in the art to find obvious. However, the 
Examiner disregards Havemann et a/.'s teaching of using a v=ra ve< c 
cells to express a gene of interest in order to effect therapy, the Examiner disregards 
the fact that the monocytic ceils were not transacted with the viral vector, the Examiner 
disregards the fact that PTN was only disclosed In the context of the culture media for 
the monocytic cells, and the Examiner disregards the fact that Havemann et ai. does not 
teach that it is PTN that is responsible for the transdifferentiation of monocytic cells into 
endothelial ceils. Rather, the Examiner asserts that it is the knowledge of using a viral 
vector to express a gene of interest in a cell that is relevant. Applicants respectfully 
disagree. While one of ordinary skill in the art may use a viral vector, the combination of 
the prior art of record does not suggest the transduction of the monocytic cell with a 
retrovirus expressing PTN. Havemann M at, teaches transducing the endothelial cell so 
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that the end Iv express a g s ^ he gene of 

interest described by Havemann etai does not include PIN. The Examiner is aware of 
this given the citation to Souitou et ai. The Examiner must not ignore the fact that it is in 
the context of using endothelial cells that "genes for angiogenesis factors" were noted 
as potential effector genes (Havemann et ai, paragraphs 0186-0191); that is, genes 
that when expressed will have proteins would potentially effect therapy. The "genes for 
angiogenesis factors" were not disclosed' in the context of transdrffererrtiating monocytic 
cells into endothelial cells. Accordingly, the combination with Souitou et ai for its 
disclosure of PTN does not teach the tfansdifferentiating of monocytic cells into 
endothelial cells. The Examiner's further citation to Powers etai, for Its alleged 
teaching that PTN has autocrine and paracrine stimulatory activities In cells expressing 
both PTN and PTN receptor, neither rectifies the inappropriate combination of 
Havemann etai with Souttou etai, nor adds to the rationale of how the combination of 
Havemann et @L, Souttou et ai and Powers et ai can render the claimed invention 
obvious. PTN's ability to have autocrine and paracrine stimulatory effect is a vast 
statement regarding biochemical activities. ' It Is like stating that PTN has a biological 
effect, Powers etai makes no recognition of PTN as being useful for differentiation, let 
alone for differentiation of a monocyte Into an endothelial cell Accordingly, there is no 
motivation to combine the Havemann etai and Souttou et ai teachings with Powers et 
ai 

The Examiner, with err oneous assumptions , is cherry picking particular 
disclosures using impermissible hindsight and combining them In a way that does not 
reasonably flow from the combined teaching of Havemann etai and Souttou et ai 
Applicants understand each of the Examiner's allegations and assumptions. However, 
the Examiner's allegations and rationale for the rejection each rest on a faulty premise, 

Thus, the combination of the prior art as a whole would not render it obvious to 
express PTN In a monocytic ceil There is simply no suggestion by the prior art of 
record to one of ordinary skill in the art, even taking into account the inferences and 
creative steps that one of ordinary skill would have, to transduce a monocytic cell with 
PTN in order to effect transdifferentiaf ion of the monocytic ceil into an endothelial ceil. 
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: wjuid not have t ~ ; o.h/e and 
iht?e no:/3: .no? have be en a reasonable expectation d cuccgyi. 
Applicants reiterate thai the even if the references can be combined, which 
Applicants do not concede would be appropriate, the mere fact that they can be 
combined does not render the combination obvious because the results would not have 
been predictable to one of ordinary skill in the art and there would not be a "reasonable 
expectation of success" by one of ordinary skill in the art. Indeed, the Examiner still has 
not shown that one of ordinary skill In the art would find thai using a monocytic ceil (as 
opposed to an endothelial cell) transduced with a retrovirus expressing PTN would 

undifferentiate the monocytic cell into an endothelial cell. As discussed 
above, Havemann et a/, made no indication on which of the "one or mot® of 
i g spholipi g | s and growth factors for endothelial cells" Is 

responsib e to- djfferej |ia so of the mononuclear cells Into endotheiiahiike cells. In its 
examples, only VEGF and bFGF were added In the culture media. (Havemann et a/„ 
paragraphs 0247-0249.) Souttou etaL and Powers etaL do not suggest PIN as a 
diffemhtlatlon agent. Thus, it would not be reasonably predictable to one of ordinary Skill 
in the art that PTN alone can Induce transdifferentlation of a monocytic cell into an 
endothelial cell. 

The invention as a whole - transdlfferentiatlon of monocytic cells into endothelial 
cells by transducing a retrovirus expressing PTN - would not be obvious in view of the 
combination of Havemann etaL, Souttou et aL and Powers et aL in light of the 
foregoing, Applicants respectfully request reconsideration and withdrawal of this 
rejection under §1 03(a). 

Claim 3 is rejected under 35 U.S.C, §1 03(a) as being unpatentable over 
Havemann ei a/, in view of Souttou ei at. and Powers etaL, as applied to claims 1 and 
1 1 supra, and in further view of Kume et ai. (Gene Therapy, (2000), 7:1 1 93-1 1 89). The 
Examiner conceded that neither Havemann et aL, Souttou et at. nor Powers ei at teach 
the retrovirus expression vector to be a bicistronic retrovirus and the Examiner 
contended that Kume et at taught the use of bicistronic retroviral vectors containing a 
marker gene (e.g., green fluorescent protein). Thus, the Examiner concluded that it 
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would have been obvious to one of ordinary skill in the art to substitute the retroviral 
•expression vector by Havemann etai with a feieistronie retroviral expression as taught 
by Kume ef a/. Applicants respectfully traverse this rejection. 

Applicants submit that the combination of Havemann etai, Souttou ef at, 
Powers et ai and Kume or si. would not render claim 3 obvious. For all the reasons 
discussed above, the combination of Havemann ef at Souttou ef at. and Powers et al 
would not render claim 1 obvious because, among other things, (1 ) one of ordinary skill 
in the art would not interpret Havemann ef at in the manner interpreted by the 
Examiner, (2) one of ordinary skill in the art would not combine these teachings, and (3) 
there is no predictability or expectation of success for the transduced monocytic cell to 
transdifferentiate into an endothelial ceil based on the combination. Since claim 3 
depends from claln wo! c s i r )t be obvious as the detc ninatlon of obvious 
of the claim also requires, among other things, the predictability that a monocytic cell 
transduced with a retrovirus expressing PIN would transdifferentiate into an endothelial 
cell and the same expectation of success. Since there is no predictability and no 
expectation of success from the combination of Havemann &t al, Souttou ef at and 
Powers et ai, there will not be any predictability or expectation of success for the 
combination of Havemann ef al Souttou ef at, Powers etai. and Kume et at; although 
Applicants do not concede that it is proper to combine Kume ei al. with Havemann ef 
at, Souttou et al, and Powers et al In light of the foregoing, Applicants respectfully 
request reconsideration and withdrawal of this rejection under §1 03(a). 

Claim 4 is rejected under 35 U.S.C. §1 03(a) as being unpatentable over 
Havemann ef a/, in view of Souttou ef al, Powers ef a/, and Kume ef aL, as applied to 
claims 1 , 3, and 1 1 supra, and in further view of Pufe ef al, Howett ef a/. (U.S. Patent 
No. 8,309,848) and Esiami etai (Journal of Vascular Surgery, (2001), 34:923-929). 
The Examiner conceded that neither Havemann etai, Souttou et aL, Powers et aL, nor 
Kume ef at. teach the monocytes to be THP-1 monocytes. However, the Examiner 
contended that THP-1 cells are taught by Pufe et al as being responsive to PTN 
stimulation; by Howett ei at. as being useful for implantation; and by Esism! ef al. as 
being capable of binding to injured human vein grafts. The Examiner concluded that it 
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•would have been obvious to one of ordinary ski in the art to substitute a first 
mononuclear/monocytic cell as taught by Havemann etaL with a second monocytic cell 
(specifically, THP-1 } as taught by Pufe et al. Applicants respectfully traverse this 
rejection- 
Applicants again suspect and submit that Kume et aL was erroneously applied to 
the rejection of claim 4. The Examiner has applied Kume et al, to reject claim 3; 
however, claim 4 does not depend from claim 3. As such, Kume et al does not appear 
to be applicable to claim 4. Applicants request clarification regarding Kume et aL 
Nonetheless, Applicants submit that the combination of Havemann etaL, Souttou etaL, 
Powers at al , Kume et at. . Pufe et aL, Howett &i aL and Esiamf et aL would not render 
claim 4 obvious. As discussed above, the combination of Havemann et al. Souttou et 
aL and Powers et aL would not render claim 1 obvious because, among other things, {1} 
one of ordinary skill in the art would not Interpret Havemann et aL in the manner 
Interpreted by the Examiner, (2) one of ordinary skill in the art would not combine these 
teachings, and (3) there Is no predictability or expectation of success for the transduced 
monocytic cell to transdifferentiate into an endothelial cell based on the combination. 
Since: claim 4 depends from claim 1 , it would similarly not be obvious as the 
determination of obviousness of the claim also requires, among other things, the 
predictability that a monocytic cell transduced with a retrovirus expressing PTN would 
transdifferentiate into an endothelial cell and the same expectation of success. Since 
there Is no predictability and no expectation of success from the combination of 
Havemann et aL, Souttou etaL, and Powers et aL, there will' not be any predictability or 
expectation of success for the combination of Havemann et aL Souttou et aL Powers et 
aL, Kume et aL, Pufe et aL, Howett et aL and Eslami et a/.; although Applicants do not 
concede thai it is proper to combine Kume et aL, Pufe et aL, Howett et at. and Eslami et 
aL with Havemann et aL, Souttou et aL, and Powers et aL In light of the foregoing, 
Applicants respectfully request reconsideration and withdrawal of this rejection under 
§1 03(a). 

Claim 12 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
Havemann et aL in view of Souttou et aL, Powers et aL, Kume et aL, Pufe et aL, Howett 
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etal. and Eslami et ai. as applied to Claims 1, 3-4 and 11 supra, and in further view of 
Kawamoto el a/. (Circulation 103:634-837, 2001 ) for reasons of record. Particularly, the 
Kawamoto et ai. taught in vivo transp i v tmdctbel al progen toi Delis obt ed 
from mononuclear cells, and isolated tissue comprising endothelial cells that had 
transdifferentiated from said mononuclear cells in vivo:' Applicants respectfully traverse 
this rejection. 

It appears the Examiner has mistakenly applied Kume et a/., Pufe et at, and 
Howett et at. to claim 12 because claim 12 is only dependent on claim 1 . Clarification 
from the Examiner Is requested. Regardless, Applicants submit that the combination of 
Havemann et a/. , Souttou et ai., Powers et ai, Kume eiai, Pufe et ai, and Howett et ai. 
does hot render obvious the use of a retroviral expressing PIN to induce differentiation 
of the monocytic cells into endothelial cells as discussed in detail above. Thus, the 
combination including Kawamoto siaL does not render it obvious to first transduce a 
.retrovirus expressing PIN Into the monocytic cell to Induce differentiation into an 
endothelial cells and then allow the differentiation to occur in vivo. In light of the above, 
Applicants respectfully request reconsideration and withdrawal of this rejection under 
§1 03(a). 

Claims 5 and 13 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Havemann et ai in view of Souttou et a/, and Powers et el, for reasons of record. 
Particularly with respect to in vitro differentiation, the Examiner finds that Havemann et 
ai, discloses that "the isolated mononuclear cells are cultured and differentiated to give 
endOtheilaWlke cells m vitro." Applicants respectfully traverse this rejection. 

As discussed above, the combination of Havemann etal., Souttou et ai. and 
Powers et ai, does not render obvious e eihor )f transd s g o no iOv ytic a 'I 
into an endothelial cell by transducing the monocytic cell with a retrovirus expressing 
PIN. Accordingly, for the same reasons, Havemann et a/,, Souttou etal. and Powers et 
al does not render obvious an Isolated endothelial cell produced by the same method. 
Applicants therefore respectfully request reconsideration and withdrawal of this rejection 
under §1 03(a). 
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Claim 7 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
Havemann et aL In view of Souttou etai and Powers et a!., as applied to Claims 5 and 
13 supra, and in further view of Kume et ai. for reasons of record. Applicants 
respectfully traverse this rejection. 

Applicants submit that the combination of Havemann etai, Souttou et aL, 
Powers et ai. and Kume et aL would not render claim 7 obvious. As discussed above, 
the combination of Havemann et ai. Souttou et ai. and Powers et aL would not render 
claim 5 or 13 obvious because the combination does not render obvious a method of 
transdifferentiating a monocytic ceil into an endothelial cell by transducing the 
monocytic cell with a retrovirus expressing PTht and therefore would not render obvious 
an isolated endothelial cell produced by the same method. Since claim 7 depends from 
claim: S (; all the reasons apply and It would similarly not fee obvious as the determination 
of obviousness of the claim also requires, among other things, the predictability thai a 
monocytic cell transduced with a retrovirus expressing PTN would transdifferentiate into 
an endothelial cell and the same expectation of success. Since there is no predictability 
and no expectation of success from the combination of Havemann .et aL, Souttou etai 
and Powers etai there m c - 

combination of Havemann et aL Souttou etai. Powers etai, and Kume etai; although 
Applicants do not concede that it is proper to combine Kume et aL with Havemann ei 
aL, Souttou et ai, and Powers er a/. In light of the foregoing, Applicants respectfully 
request reconsideration and withdrawal of this rejection under §1 03(a). 

Claim 8 is rejected under 35 U.S.C. i 03(a) as being unpatentable- over 
Havemann et ai, m view of Souttou et at, Powers ei ai., and Kume et ai, as applied to 
Claims 5, 7, and 13 supra, and in further view of Pufe etai., Howett ei at., and Esiami et 
ai. for reasons of record. Applicants respectfully traverse this rejection. 

Applicants again suspect and submit that Kume ei ai. was erroneously applied to 
the refection of claim 8. The Examiner has applied Kume et ai. to reject claim 7; 
however, claim 8 does not depend from claim 7. As such, Kume ei ai, does not appear 
lo be applicable to claim 8. Applicants request clarification regarding Kume etaL 
Nonetheless, Applicants submit that the combination of Havemann et ai., Souttou etai, 
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Powers ©fa/,, Kume el a/., Pufe ef a/„ Howett ©fa/, and Esiami efa/. would not render 
claim 8 obvious. As discussed above, the combination of Havemann et aL Souttou et 
at. and Powers efa/. would not render claim 5 obvious, because, among other things, 
there would not be any expectation of success. Since claim 8 depends from claim 5, it 
would similarly not he obvious as the det ;rm nation of obviousness of the claim also 
requires, among other things, the predictability that a monocytic cell transduced with a 
retrovirus expressing PIN would transdiffenentiate into an endothelial cell and the same 
expectation of success. Since there is no predictability and no expectation of success 
from the combination of Havemann et aL, Souttou et at,, and Powers ef a/., there will not 
be any pre - < ec Cation of success for the combination of Havemann et aL 

Souttou et at. Powers efa/., Kume et at., Pufe ef at., Howett ef a/, and Esiami et a/«; 
although Applicants do not concede that it is proper to combine Kume et a/., Pufe ef a/,, 
Howett et aL and Esiami et al. with Havemann etai., Souttou ef a/., and Powers ef aL In 
light of the foregoing, Applicants respectfully request reconsideration and withdrawal of 
this rejection under §1 03(a), 

Claim 12 is rejected under 35 U.S.C. 103(a) as being unpatentable oyer 
Havemann ef at. In view of Souttou ef aL, Powers et aL,. Kume ef at., Pufe et at , Howell 
etaL, and Esiami efa/., as applied Claims 1 f 3-4 and 11 supra, and in further view of 
Kawamoto et at. for reasons of record. Particularly, the Examiner finds that "to the 
extent that the claims are drawn to an isolated endothelial cell that transdifferentiated 
from a monocyte in vivo, and the specification discloses figures of isolated tissue 
comprising said endothelial cell that transdifferentiated from a monocyte in vivo (Figures 
5A-H), the Examiner interprets isolated tissue comprising endothelial ceii(s) that 
transdifferentiated from a monocyte in vivo to fulfill the limitations of the claim, "The 
Examiner further finds that Kawamoto et at. taught in vivo transplantation of endothelial 
progenitor cells obtained from mononuclear cells, and isolated tissue comprising 
endothelial cells that had transdifferentiated from said mononuclear cells in vivo." 
Applicants respectfully traverse this rejection. 

Claim 12, depending from claim 1, Is directed to a method of transdifferentlating 
a monocytic cell into an endothelial cell. There is no limitation of an Isolated" 
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t - 3 cell in claim 12, Thus, Applicants do not agrs - 3t \\ ier's 

interpretation of tie claim ard are cor sdastc E iiner's pr« lion of the 
claim. Further, it appears the Examiner has mistakenly applied Kume et at, Pufe eta/., 
and Howett of ai to claim 12 because claim 1 2 is only dependent on claim 1 . 
Clarification from the Examiner is requested. 

Regardless, Applicants submit that the combination of Havemann era/, in view of 
Soutiou et a/., Powers ef ai, Kume of a/., Pufe et ai, and Howett et a/, do not teach the 
use of a retroviral expressing PIN to induce differentiation of the monocytic cells into 
endothelial cells as discussed in detail above. Thus, the combination Including 
Kawamoto et at. does not render it obvious to first transduce a retrovirus expressing 
PTN into the monocytic ceil to induce differentiation into an endothelial ceils and then 
allow the differentiation to occur in vivo. In light of the above, Applicants respectfully 
request rec '3? \ and who rawai of this rejection* 

Applicants suspect that the Examiner may have Intended to reject claim 14, If 
this was the Examiner's intention,. Applicants still respectfully traverse the refection. 
While Applicants in no way concede to the merits of the Examiner's rejection, Claim 14 
has been canceled, and thus, this rejection is rendered moot. 

In the Interest of advancing prosecution, Applicants offer the following comments 
regarding new claims 15-19. Applicants note that claim 15 is produced by transducing 
the monocytic cell with a retrovirus expressing PTN, Such an endothelial cell does not 
exist in nature. Thus, the endothelial cell is can be regarded as "by hand of man" and is 
thus, patentable subject matter. 
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AN of the claims remaining in the application are now believed to be allowable. 
Favorable consideration and a Notice of Allowance are earnestly sollcsted. If for any 
reason Examiner finds the application other than in condition for allowance, Examiner is 
requested to call the undersigned attorney at the Los Angeles telephone number 
(213) 833-8800 to discuss the steps necessary for placing the application In condition 
for allowance. 

Respectfully submitted, 

Sehrooz Sharif! ei a/. 

DAVIS WRIGHT TREMAiNE LLP 



By J _ . 

Linda B. fruong, bsq. 
Registration No. 56,481 1 



885 South Figueroa. Street. Suite 2400 
Los Anqeies, CA 90017-2566 
Phone: (213)833-6800 
Facsimile: {213)833-6899 



Los Af$3#iss 
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